by the plasmid pVC211 and found that they were completely changed. In addition to 44 replicons, this may be a novel mechanism that plasmid cross the barrier of the host's 45 RM system and become broad-host range. Changing the activity of methylase in 46
eliminate these multidrug-resistant plasmids from bacteria.
Introduction

50
IncA/C family plasmids are important carriers of multi-drug resistance genes in 51 plasmid-incompatible groups (Inc) and mediate the dissemination of multi-drug 52 resistance in bacteria [1, 2] . Both of the plasmid pIP1202, which has high resistance to 53 at least eight antibiotics isolated from Yersinia pestis IP275 in 1995 [3] , and the between the two chromosomes, with 92 of the 94 genes on chromosome I involved in were 0.33%, 1.74% and 0.43% in C6706 and 0.34%, 1.81% and 0.44% in CV2.
204
Moreover, the graphs of the methylation levels also showed a slightly increasing trend 205 from C6706 to CV2 (Fig. 1A) . For example, 50% of mCHH sites were 10% 206 methylated in C6706; this was increased in CV2 as 59% of mCHH sites were 20% 207 methylated. Notably, though the total number of mCG sites was the most similar 208 between C6706 and CV2, their methylation levels were greatly different. The 209 methylation levels at mCG sites changed from 68% mCG sites 10% methylated, 32% 210 mCG sites 20% methylated in C6706 to 19% mCG sites 10% methylated, 57% mCG 211 sites 20% methylated, and 18% mCG sites 30% methylated in CV2 (Fig. 1A) .
212
The global-scale view of DNA methylation density in 100 kb windows (Fig. 1B) 
213
revealed that there was no correlation between the distributions of three methylation 214 types on the two chromosomes of V. cholerae. The density of mCG methylation was 215 relative even within each chromosomal region, while the non-CG methylation showed 216 large variations throughout each chromosome. In C6706 and CV2, the smooth 217 profiles of mCHG density remained constant, but the mCHH density profiles changed 218 dramatically without any similarity (Fig. 1B) .
219
The sequence characteristics of the bases in the vicinity of a methylation site 220 reflects the preference of methylation enzymes to recognition sequences, so we (Fig. 1C) .
232
In C6706, 6833 m5 C methylation sites were located in 1436 genes on repaired. Both sides of the DNA fragments were respectively connected with hairpin 319 adapter to get a dumbbell (set of horse ring) structure, which known as SMRTbell.
320
After annealing, the SMRTbell was fixed at the bottom of the ZWM polymerase and * Number of motifs with undetected modification sites ** Number of this motif in the reference sequence genome. 
